Apr— 1 1 —05 03:34pm Frora-Genantech Legal 



+6509529882 



T-5B1 P. 06/1 6 F-187 



10/772,678 
Listing of Claims: 



Paienx Docket P1778R1C2 
Page 2 



1 . (currently amended) A compound of the formula I^Jt eHU; 





o 



wherein 



Z is H or lower alkyl; 
A nas the structure: 






or 



or 




or 



in which 
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B is cyanoalkyl, a carbocycle or a heierocycle optionally substituted with one or more R, 
substituents; 

q is 0-3; 

Ri> R2» R3, R4, Rs and R« independently an? hydrogen, alkyl, amino, alkylamino, dialkylammo, 
nitro, ui*a, cyano, ihio, alkylthio, hydroxy, alkoxy, alkoxyalkyl, alkoxycarbonyl, alkoxycarbonylamino, 
aryloxycarbonylamino, alkylsulfinyl, sulfonyl, alkylsulfonyl, aralkylsulfonyl, aiylsulfonyl, 
heteroarylsulfonyl, alkanoyl, alkanoylamino, cycloalkanoylamino, aryl, arylalkyl, halogen, or 
alkylphosphonyl, and Rj, R2» R*, R4 and Rs are substituted with G-3 substituents selected from the group 
consisting of hydroxy, caiboxyl, lower alkoxycarbonyl, lower alkyl, nitro, oxo, cyano, carbocyclyl, 
heterocyclyl, heteroaryl, lower alkylthio, lower alkoxy, lower alkylamino, lower alkanoylamino, lower 
alkylsulftnyl, lower sulfonyl, lower alkylsulfonyl, lower alkanoyl, aryl, aroyl, heterocyclylcarbonyl, 
halogen and lower alkylphosphonyl; or two of Ri to R5 together form a carbocycle or heterocyclic ring, 

Y is H, alkoxy, alkoxyalkoxy, aryloxy, alkylaminoalkoxy, dialkylaminoalkoxy, alkylamino, 
arylamino, heterocyclyl or heieroarylalkyl, where each of the forgoing may be substituted or 
unsubstituted; 

X, is H, C(0)OR, C(0)NRaRb, C(0)R 7 or C(0)SR wherein R, Ra and Rb, individually, is 
hydrogen or alkyl, alkoxy, aryl, heterocyclyl, heteroaiyl, substituted with <M substituems selected from 
the group consisting of halogen, hydroxy, amino, carboxyl, nitro. cyano, heterocylyl, hcteroaryl, aryl, 
aroyl, aryloxy, aralkyl, aralkyloxy, aryloxycarbonyl, aralkyloxycarbonyl, alkylenedioxy, lower 
alkoxycarbonyl, lower alkyl, lower alkenyl, lower alkynyl, lower alkylthio, lower alkoxy, lower 
alkylamino, lower alkylsulfinyl, lower sulfonyl, lower alkylsulfonyl, lower alkanoyl, lower 
alkylphosphonyl, aminosulfonyl lower alkyl, hydroxy lower alkyl, alkylsulfinyl lower alkyl, 
alkylsulfonyl lower alkyl, alkylthio lower alkyl, heieroarylthio lower alkyl, heteroaryloxy lower alkyl, 
heteroarylamino lower alkyl, halo lower alkyl, and alkoxy lower alkyl; wherein said heterocyclyl, 
heteroaiyl, aryl, aroyl, aryloxy, aralkyl, aralkyloxy, aiyloxycarbonyi and aralkyloxycarbonyl subsmueng is 
optionally substituted with halogen, bydroxyl, amino, carboxyl, nitro, cyano, alkyl and alkoxy; and 
wherein Ra and Rb together with the nitrogen to which they are attached way form a heterocyclyl or 
heteroaryl group substituted with 0-5 substituents R or Rd; wherein Rd has the structure 



O 




wherein X' is a divalent linker selected from the group consisting of C(Q)NRa, C(O) or a bond; 
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X 2 and X* are each independently hydrogen, halogen, hydroxy, amino, carboxyl, nitro, cyano, or 
substituted or unsubstituied alkyl, aryl, heterocylyl, heteroaryl, aryl, aroyl, aryloxy, alkylenedioxy, lower 
alkyl carbonylamino, lower alkenyl carbonylamino, aryl carbonylamino, arylalkyl carbonylamino, lower 
alkoxy carbonylamino, tower alkylamino carbonylanuno, ary! amino carbonylamino, lower 
alkoxycarbonyl, lower alkyl, lower alkenyl, lower alkynyl, lower alkylthio, lower alkoxy, lower 
alkylamroo, lower alkylsulfmyl, lower sujfonyl, lower alkylsulfonyl, lower alkanoyl, lower 
aikylphospbonyl, aminosulfonyl lower alkyl, hydroxy lower alkyU alkyjsulfinyl lower alkyl, 
alkylsulfonyl lower alkyl, alkylthio lower alkyl, heteroarylthio lower alkyl. heteroaryloxy lower alkyl, 
heteroaryiamino lower alkyl, halo lower alkyl, alkoxy lower alkyl; and wherein X| and X2 or X 3 may be 
bonded together to form a heterocyhc or heteroaryl ring(s); or X 3 and Z together form a heterobicyclic 
ring; 

X^^-X^s-X^-an^-X^ arooach independently hydrogen, halogen, hydroxy, amino, carboxyl, nitro, 

oyono, or substitut e d or unsubatitutod alkyl, alkenyi - afcynyl, arylalkyl, h e t e rooylyl, het e roaryl, aryl, 
oroyl, ary t oxy/ alky l enedioxy; ■ tower alky l "Oarbony laming — l ower qlkunyl oorbonylamino, aryl 
oorbonylomino^ arylalkyl oarbonylamino, lower alkoxy oarbonylominoi lower alkylomino carbonylamino, 
arylamino carbonylamino, lower alkoxy oarbonyl, lower alkyl, lower alkenyl, - l ower alkynyU lowey 
alkylthio, lower alkoxy, low e r alkylomino, lower alkylsulfinyl, - lower sulfonyl, lower alkybulfonyl, low e r 
alkanoyl, lower ulkylphoaphonyl, ominoirtilfonyl lower alkyl, hydroxy low e r alkyl, alkylsulfinyl lower 
alkyl. alkyl s ulfonyl low e r alkyl alkylthio low e r alkyl, h e i e roaryhhio lower alky l ^ - hoioroaryloxy lower 
alkyl, h e t e roorylaroioo low e r alkyl, halo low e r alkyl, alkoxy l owor alky l , 
or a pharmaceutically acceptable salt thereof. 

2. (currently amended) A compound according to claim 1, having the formula: 



o 




1 



wherein 



2 is H or lower alkyl; 
A has the structure: 
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in which Ri, R2, R3, R4 and R* independently are hydrogen, alkyl, amino, alkylamino. dialkylamino, 
nitro, cyano, thio, alkylthio, hydroxy, alkoxy, alkoxyalkyl, alkoxycarbonyl, alkylsulfinyl, sulfonyl, 
alkylsulfonyl, alkanoyl, aryl, aiylalkyl, halogen, or alkylphosphonyl, and R,, R 2 , R*. R« and R 5 are 
substituted with 0-3 substituents selected from the group consisting of hydroxy, carboxyl, lower 
alkoxycarbonyl, lower alkyl, nitro, cyano, heterooylyl, heteroaryl, lower alkylthio, lower alkoxy, lower 
alkylamino, lower alkylsulfinyl, lower sulfonyl, lower alkylsulfonyl, lower alkanoyl, aryl, halogen and 
lower alkylphosphonyl; 

Y is H, alkoxy, alkoxyalkoxy, aryloxy, aminoalkylalkoxy, diaminoalkylalkoxy, alkylamino, 
arylamino, hererocyclyl or heteroarylalkyl, where each of the forgoing may be substituted or 
unsubstrtuted; 

X, is H, C(0)OR, C(0)NRaRb, C(0)R, or C(0)SR wherein R, Ra and Rb, individually, is 
hydrogen or alkyl, aryl, beterocyclyl, heteroaryl, substituted with 0-4 substituenis selected from the group 
consisting of halogen, hydroxy, amines carboxyl, nitro, cyano, heterocylyl, heteroaryl, aryl, aroyl, 
aryloxy, alkylenedioxy, lower alkoxycarbonyl, lower alkyl, lower alkenyl, lower alkynyl, lower alkylthio, 
lower alkoxy, lower alkylamino, lower alkylsulfinyl lower sulfonyl, lower alkylsulfonyl, lower alkanoyl, 
lower alkylphosphonyl, aminosulfonyl lower alkyl, hydroxy lower alkyl, alkylsulfinyl lower alkyl, 
alkylsulfonyl lower alkyl, alkylthio lower alkyl, heteroarylthio lower alkyl, heteroaryloxy lower alkyl, 
heteroarylamino lower alkyl, halo lower alkyl, alkoxy lower alkyl; and wherein Ra and Rb together with 
the nitrogen to which they are attached may form a beterocyclyl or heteroaryl group substituted with 0-4 
substituents R; 

X2 and X 3 are each independently hydrogen, halogen, hydroxy, amino, carboxyl, nitro, cyano, or 
substituted or unsubstituted alkyl, aryl, heterocylyl, heteroaryl, aryl, aroyl, aryloxy, alkylcnedioxy, lower 
alkyl carbonylamino, lower alkenyl carbonylamino, aryl carbonylamino, arylalkyl carbonylamino, lower 
alkoxy carbonylamino, lower alkylamino carbonylamino, arylamino carbonylamino, lower 
alkoxycarbonyl, lower alkyl, lower alkenyj, lower alkynyl, lower alkylthio, lower alkoxy, lower 
alkylamino, lower alkylsulfinyl, lower sulfonyl, lower alkylsulfonyl, lower alkanoyl, lower 
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alkylphosphonyl, aminosulfonyl lower alkyl, hydroxy lower alkyU alkylsulfmyl lower alkyl, 
alkylsulfoayl lower alkyU alkylihio lower alkyl, heteroaryithio lower alkyl, heteroaryloxy lower alkyl, 
heieroarylamino lower alkyl, balo lower alkyl, alkoxy lower alkyl; and wherein X, and X 2 or X 3 may be 
bonded Together to form a heterocylic or heieroaryl ring(s); 

6F 




Z i s H or lower alkyl; 

A hqa ih i > omtoiuro : 




in whioh R+, R*. R» and ind e pend e ntly are- hydrogen, alkyl, amino, alkylamino, dialkylftroi ae? 
nitro, eynno, thio, alkylthio, hydroxy, alkoxy, alkoxyalky l , - alkOHyoarbonyl, olkybulfinyl, sulfon>l, 
alkyUulfonyl, - alkanoyl, aryl^arylalkyk - halogon, or nlkylphoophonyl, and R^- R^ R^ R» and R^afe 
substituted -with 0 - 3 - sabsrituent s oolooiod from iho group consisting of — hydroxy, oorboxyl, low e r 
alkoxyoarbonyl, lowur alley - 1 ^ nitro, oyano^ hirtorooylyl, - h e t»roaryl, low e r alkylthio, lower alkoxy, lower 
Alkylamino, lower alk> Iwlfinyl, lower sultbnyl, low e r alkylsulfonyl, low e r alkanoyl, - ^ryl,-halogon - and 
lowor a l kylphosphonyl; 
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Y is II allcoxy, alkoxyalkoxy, aryloxy, ammoalkylalkoxy, diam i noalkylalkoxy, alkylamino, 
arylamino, — hotorooyclyl or hotoroarylalkyl, wher e each of tho forgoing may bo substituted or 
unsubstitut e d; 

X tf Xa and X» aro each indep e ndently hydrog e n, halog e n, hydroxy » amino^ oarboxyl nitro, oyono* 
or substmuod or unaubstimtod -olkyl alkonyl alkynyl orylalkyl h e terooylyl b e t e rooryl, aryl <iro y i, 
aryloxy, allcyl e n e dioxy, low or alkyl oarbdnytamino, tower ollc e nyl oarbonylaroino, aryl carbonylamino, 
wyteftyi oarbonylamino, lower alkoxy oarbonylamino, lowor alkylamino oarbonylamino, orylamino 
oarbonylamino> lower alkoxyoarbonyl low e r alkyl low e r alk e nyl low e r alkynyl, lower alkylthio, low e r 
nlkoxy, lowor alkylamino, lowor alkylsultinyl, low e r sulfonyl low e r alkytoulfonyl, low e r alkanoyl low e r 
alkylphosphonyl aminosulfonyl — lowor alky U hydroxy lower alkyl alkybulfinyl — lo w or alkyK 
alkyloulfonyl lo w er alkyl, alkylthio lower alkyl h e i e roarylthio low e r alkyl, h e t e roaryloxy lower alkyl, 
hotoroarylomino lowor alkyl halo- l owor tt l ky I a l kexy lo w or - alkyl; or a pharmaceutically acceptable salt 
thereof. 

3. (canceled) 

4. (canceled) 

5. (currently amended) The compound of ene-ef claims 2, wherein Xj is CfOWRaRb wherein Ra 
and Rb together with the nitrogen to which they are attached form a heterocvclvl or heteroarvl group 
substituted with 0-5 substimems selected from the group consisting of hydrogen, alkyl, alkoxy, aryl and 
ft;. afraBilLJLiS hydrogen or alkvl. alkoxv. arvL heterocvclvl or heieroarvl. su bstituted with 0-4 
substituents selected from the group consisting of halogen, hydroxy, aryiino n car froxvl. nitro. cvano. 
heterocylyl heteroaryl aryl. aroyl 7 aryloxy. aralkyl aralkyloxy. , aryloxvcarbonvL aralkvloxvcarhonvl. 
alkvlenedioxv. lower alkoxvcarbonvl. lower alkvl. lower alkenyl lower alkynyl. lower alkylthio. lower 
alkoxy. lower alkylamino lower. allcyJsulfmvl, lower sulfonvl. lower aJkylsulfonyL lower alkanovL lower 
alkvlphosphonvL amiiLosulfonvi tower alkvL hydroxy lower alk yl. alkylsulfmvl lower alkvl. 
alkvlsulfonvl lower alkvl. alkvlthio lower alkvl. heteroarvlthio lower alkvl. hqterp arvloxv lower alkvl. 
heteroarylamino lower alkvl halo lower alkvl and alkoxv lower alkvl: wh erein said heterocvclyl 
heteroarvl. arvl. arov l ary loxv, aralkyl. aralkyloxy. aryloxy carbonyl and aralkyloxycarbonvl substituent is 
optionally substituted with halogen, hydroxvl. amino, carboxvl. mtro. cvano. alkyl and alkoxy; and 

X 2 , X 3 are each independently H, alkyl alkenyl, alkynyl aryl, arylalkyl heterocy lyl or heteroaryl 

6. (currently amended) The compound of claim 5, wherein X t is C(0)OR, C(0)R, or C(0)SR and R 
is heterocvclvl or heteroarvl. substituted with 0-4 substituents selecred from the group consisting of 
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halogen, hydroxy, amino, carboxYl. niiro. cvano. heterocvlvl. heieroarvh arvl. aroyl ary)oxy. araikvl. 
aralkyloxy, aryloxycarbonvl. aralkyloxycarbonyL aPcvlenedioxv, lower alkoxycarbprryl. lower alkyl. 
lower alkenvL lower alkvnyL lower alkvlthio. lower alkoxv. lower alkylamino. lower alkvlsulfinvL lower 
sulfonyL lower alkylsulfonvL lower alkanovl. lower alkylphosphonvl. aminosulfonyl lower alkyl 
hydroxy lower alkyl. alkvls ulfinyl lower alkyl alkyl&ulfonvl lower alkyl. alkvlthio lower a)kyl. 
heteroarvkhio lower alkyL heteroarvloxv lower alkvl. h eteroarylarnino lower alkvL halo lower alkyl. an<j 
alkoxv lower alkyl: wherein said hete rocvcM. hereroarvl. arvL arovl. arvloxy, aralkyl. aralkvloxy. 
aryloxyparbonyl and aralkyloxycarbonyl substituent is optionally substi tuted with halogen. hvdroxvL 
amino, carfaoxyl. nitro. cvano. alkyl and alkoxy . 



7. (canceled) 

8. (canceled) 



9. (currently amended) The compound of claim 5 wherein X, is CfQINRaRb and Ra and Rfr 
together form a heteroc ygJvl_group is u member selected from the group consisting of 

o* ■ xy -6 o* ■ ■ 

-o 



10. (currently amended) The compound of claim 9, wherein XH» Ra and Rb together form the 
heterocyclyl group 

11. (canceled) 



12. (canceled) 
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13. (currently amended) The compound of claim 1 -H-, wherein K im Rs or both are noi hydrogen. 

14. (currently amended) The compound of claim 1, wherein Xj, X 3 , and Z or Q combination thwo rf 
are hydrogen. 

15. (original) The compound of claim 1, wherein A is selected from ihe group consisting of 



"XT- or- * 



16. (original) The compound of claim 1 , wherein A is 

Ci 




On 





17. (original) The compound of claim 1, wherein X 2 is a member selected from the group consisting 
of 



« T * 



ana 
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1 8. (original) The compound of claim 1 , wherein the compound has S stereochemical configuration. 

19. (original) A composition, comprising the compound of claim 1 and a earner or excipient. 

20. (canceled) 

21. (canceled) 

22. (canceled) 

23. (canceled) 

24. (canceled) 

25. (new) The compound of claim 2, wherein X x is C(0)NRaRb and Ra and Rb together form a 
hererocyclyl group selected from the group consisting of 
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26. (new) The compound of claim 25, wherein Z, X 2 and X 3 are each H. 

27. (new) The compound of claim 26, wherein Y is OH, alkoxy, aryloxy or arylalkoxy. 

28. (new) The compound of claim 27, whererin Ra and Rb together form ihe heterocyclyl group 



29. (new) The compound of claim 28, wherein A is 



CI 
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